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DETAILED ACTION 
Status of Claims 

1. Claims 1-9 and 11-21 are pending in this action. Claims 10 and 22-116 have 
been cancelled 

Information Disclosure Statement 

2. The information disclosure statements (IDS) submitted on 8/21/07 and 12/29/06 
are acknowledged and have been reviewed. 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-7 and 13-20 rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a written description rejection. 

A lack of adequate written description issue arises if the knowledge and level of 
skill in the art would not permit one skilled in the art to immediately envisage the product 
claimed from the disclosed process. See, e.g., Fujikawa v. Wattanasin, 93 F.3d 1559, 
1571, 39 USPQ2d 1895, 1905 (Fed. Cir. 1996) (a "laundry list" disclosure of every 
possible moiety does not constitute a written description of every species in a genus 
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because it would not "reasonably lead" those skilled in the art to any particular species); 
In re Ruschig, 379 F.2d 990, 995, 154 USPQ 118, 123 (CCPA 1967). 

An applicant may show that an invention is complete by disclosure of sufficiently 
detailed, relevant identifying characteristics which provide evidence that applicant was 
in possession of the claimed invention, i.e., complete or partial structure, other physical 
and/or chemical properties, functional characteristics when coupled with a known or 
disclosed correlation between function and structure, or some combination of such 
characteristics. 

The written description requirement for a claimed genus may also be satisfied 
through sufficient description of a representative number of species by actual reduction 
to practice, reduction to drawings, or by disclosure of relevant, identifying 
characteristics, i.e., structure or other physical and/or chemical properties, by functional 
characteristics coupled with a known or disclosed correlation between function and 
structure, or by a combination of such identifying characteristics, sufficient to show the 
applicant was in possession of the claimed genus. See Eli Lilly, 119 F.3d at 1568, 43 
USPQ2d at 1406. 

The claimed invention is drawn to a method of administering to a mammal a 
therapeutically effective amount of an inhibitor of ch-antitrypsin inhibitor. The 
specification and claims do not indicate what distinguishing attributes are concisely 
shared by the members of the very broad genus comprising ch-antitrypsin inhibitor ( see 
instant specification page 9, lines 12-15). The specification and claims do not describe 
elements which are essential to the genus comprising such ch-antitrypsin inhibitor. 
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Thus, the scope of the claims includes numerous structural variants, and the genus is 
highly variable because a significant number of structural differences between members 
of the genus is permitted. Concise structural features that could distinguish structures or 
compounds within this genus from others are missing from the instant disclosure. The 
specification fails to teach or adequately describe a representative number of species in 
this broad genus such that the common attributes or characteristics concisely identifying 
members of the genus are exemplified, and, because the claimed genus is so highly 
variable, the description provided is insufficient. One of skill in the art would reasonably 
conclude that the disclosure fails to provide a representative number of species to 
describe the genus claimed. Thus, Applicant was not in possession of the claimed 
genus. 

4. Claims 8 and 13 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a written description rejection . 

A lack of adequate written description issue arises if the knowledge and level of 
skill in the art would not permit one skilled in the art to immediately envisage the product 
claimed from the disclosed process. See, e.g., Fujikawa v. Wattanasin, 93 F.3d 1559, 
1571, 39 USPQ2d 1895, 1905 (Fed. Cir. 1996) (a "laundry list" disclosure of every 
possible moiety does not constitute a written description of every species in a genus 
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because it would not "reasonably lead" those skilled in the art to any particular species); 
In re Ruschig, 379 F.2d 990, 995, 154 USPQ 118, 123 (CCPA 1967). 

An applicant may show that an invention is complete by disclosure of sufficiently 
detailed, relevant identifying characteristics which provide evidence that applicant was 
in possession of the claimed invention, i.e., complete or partial structure, other physical 
and/or chemical properties, functional characteristics when coupled with a known or 
disclosed correlation between function and structure, or some combination of such 
characteristics. 

The written description requirement for a claimed genus may also be satisfied 
through sufficient description of a representative number of species by actual reduction 
to practice, reduction to drawings, or by disclosure of relevant, identifying 
characteristics, i.e., structure or other physical and/or chemical properties, by functional 
characteristics coupled with a known or disclosed correlation between function and 
structure, or by a combination of such identifying characteristics, sufficient to show the 
applicant was in possession of the claimed genus. See Eli Lilly, 119 F.3d at 1568, 43 
USPQ2d at 1406. 

A "representative number of species" means that the species which are 
adequately described are representative of the entire genus. Thus, when there is 
substantial variation within the genus, one must describe a sufficient variety of species 
to reflect the variation within the genus. The disclosure of only one species 
encompassed within a genus adequately describes a claim directed to that genus only if 
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the disclosure "indicates that the patentee has invented species sufficient to constitute 
the gen[us]." 

Applicant has not provided a description of the structure of a representative 
number of compounds nor a description of the chemical and/or physical characteristics 
of a representative number of compounds nor a description of how to obtain a 
representative number of an "active derivative" thereof as recited in the instant claim 8. 

In other words, the Applicant has not described with sufficient clarity what the 
active derivative thereof derivatives thereof for gemfibrozil and or lithocholic acid as 
claimed. For example instant specification (see page 1 1 , lines 1 6-20) only defines 
derivatives as '"active derivative" is used to refer to a derivative or substitute for the 
stated chemical species that operates in a similar manner to produce the intended 
effect, and is structurally similar and physiologically compatible". 

Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-3, 6, 8, 12, 14-15 and 21 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Ridker et al. (WO 2002/48715). 

Ridker et al. disclose the use of diagnostic test to identify patients with high or 
elevated levels of C-reactive Protein (CRP) or interleukin-6 in humans (women) that 
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may benefit from the administration of a lipid lowering agent (i.e., ai -antitrypsin - 
gemfibrozil) (as it relates to instant claims 1, 3, 6, 8 and 21; see page 2, line 16-24, 
page 3, lines 12-18, page 11, line 26). 

Ridker et al. further disclose that the step of identifying includes an immunoassay 
of the blood (see page 18, lines 1-5; as it relates to instant claim 2). Additionally Ridker 
also discloses the treatment or lowering the risk of diabetes in a patient may include co- 
administration of other anti-diabetic drugs such as insulin for synergistic or additive 
treatment effect (see page 23, lines 21-25; as it relates to claims 14 and 15). 
Therefore, it is inherent that gemfibrozil is administered at that dosage because of the 
specific teaching that lipid lowering agents are used for treating or reducing the risk of 
diabetes once a day (as it relates to claim12; see page 20, lines 31-34). 

With regard to claims 4 and 5 wherein the blood glucose level is maintained at 10 
mm or between 4 and 6 mm is an inherent property of the administration of the inhibitor 
of a-antitrypsin. The claims do not recite additional steps or products to be 
administered, but rather recite effects which will necessarily occur upon performing the 
method of instant claims 1 and 3. Once the drug is administered in a therapeutically 
effective amount the characteristics of the drug in maintaining the blood glucose level 
below 10 mm and between 4-6 mm will be achieved. 

6. (e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent granted on an 
application for patent by another filed in the United States before the invention by the applicant for patent, 
except that an international application filed under the treaty defined in section 351(a) shall have the effects for 
purposes of this subsection of an application filed in the United States only if the international application 
designated the United States and was published under Article 21(2) of such treaty in the English language. 
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Claims 1-6, 8, 12, 14-15, and 21 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Ridker et al. (US 2003/0100486). 

Ridker et al. disclose a method of treating or lowering the risk of diabetes in an 
individual by screening the individuals (i.e., humans) for high or elevated levels of C- 
reactive Protein (CRP) or interleukin-6 in human that may benefit from the 
administration of a lipid lowering agent (i.e., ai-antitrypsin-gemfibrozil) (as it relates to 
instant claims 1 , 3, 6, 8 and 21 ; see U's 0003, 0009, 0013-0014, 0038 and 0043). 

Ridker et al. further disclose that the step of identifying which includes an 
immunoassay of the blood (see 1f 0057; as it relates to instant claim 2). Additionally 
Ridker also discloses that the treatment or lowering the risk of diabetes in a patient may 
include co-administration of other anti-diabetic drugs such as insulin for synergistic or 
additive treatment effect (see U 0077; as it relates to claims 14 and 15). Therefore, it is 
inherent that gemfibrozil is administered at that dosage because of the specific teaching 
that lipid lowering agents are used for treating or reducing the risk of diabetes once a 
day (as it relates to claim 12; see U 0066). 

With regard to claims 4 and 5 wherein the blood glucose level is maintained at 10 
mm or between 4 and 6 mm is an inherent property of the administration of the inhibitor 
of a-antitrypsin. The claims do not recite additional steps or products to be 
administered, but rather recite effects which will necessarily occur upon performing the 
method of instant claims 1 and 3. Once the drug is administered in a therapeutically 
effective amount the characteristics of the drug in maintaining the blood glucose level 
below 10 mm and between 4-6 mm will be achieved. 
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Applicant should note that "claiming same invention" means either the exact 
same invention (like a 1 02) or an obvious variant (like 1 03). See MPEP 71 5.05, last two 
paragraphs (see MPEP 706.02(b) and 715.05) cannot be overcome by a declaration 
under 37 CFR 1 .131 . Claim 37 of Ridker et al claims a lipid lowering agent (as defined 
a lipid lowering agent is gemfibrozil) by determining the specific marker levels of 
systemic inflammation (see claims 22-24 of Ridker). 

Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness 
under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 
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Claims 1-9, 11-12, 14-15 and 21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ridker 1 et al. (WO 2002/48715) and/ or Ridker 2 et al. (US 
2003/0100486) in view of Ganrot et al. Acta Endocrinologica (1976) vol. 55 p 537-544. 
Ridker 1,2 et al. is applied here as above (1 and 2) see U's 6 and 7 above. Ridker et al. 
disclose generally that doses of the active compounds are from 0.1-1000 mg/kg/day. 

However, Ridker 1,2 et al. fail to teach the gemfibrozil is adjusted daily to maintain 
a normal blood level of d-antitrypsin (as required by instant claim 1 1 ) nor do they teach 
the inflammation marker protein is antitrypsin, wherein the above-normal blood level is 
greater than 1 .3 mg ai-antitrypsin/ml_ blood. Ridker also fails to teach the specific 
dosage range of gemfibrozil to be 300-1500 mg per day as required by instant claim 9. 
Ganrot is introduced for its teaching of determining the inflammation marker protein cm- 
antitrypsin blood level in patients with diabetes (see abstract, as it relates to claim 7) 
wherein the patients showed significant increase of ai -antitrypsin (see Table 1 and p 
542 under ai-antitrypsin). Intrinsically the blood serum level of cm -antitrypsin is above 
1 .3 mg/L blood, because Ganrot specifically teach a significant increase of c-i -antitrypsin 
level. Thus indicative of above normal values above 1 .3 mg/L. 
However, Ganrot fails to teach administering an inhibitor of c-i-antitrypsin. 
It would have been obvious to one of ordinary skill in the art to monitor the blood level of 
the markers such as inhibitor of ai-antitrypsin because ch-antitrypsin deficiency is a 
disease caused by reduced or abnormal production in the body of the enzyme inhibitor 
en -antitrypsin and shows the at risk factor of developing hyperglycemia. Therefore 
monitoring the levels in a patient taking an anti-diabetic drug such as gemfibrozil would 
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have been obvious as this is a normal procedure for diabetes due to several underling 
features such as diet, exercise etc., in order to deliver the appropriate insulin produced 
by the liver absent factual evidence to the contrary. 

Even though Ridker fails to teach instant claim 9, Although Ridker fails to teach 
the specific dosage range required in instant claim 9, Ridker teaches that generally 
doses of the active compounds are from 0.1-1000 mg/kg/day and the preferred dose is 
from 50-500 mg/kg/day. Therefore, one of ordinary skill in the art would be motivated to 
determine the optimum dosage range because the determination of a dosage having 
the optimum therapeutic index is well within the level of the ordinary skill in the art, and 
the artisan would be motivated to determine the optimum amounts to get the maximum 
effect of the drug, hence the reference makes obvious the instant invention (as required 
by instant claim 9). 

8. Claims 1, 13, 14, 16-17 and 18-20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ridker 1 et al. (WO 2002/48715) and/ or Ridker 2 et al. (US 
2003/0100486) in view of Ridker et al. (US 6,040,147) and Kidrom et al. (US 4,579,730) 
and further in view of Kiss (2004/0120940) as evidence by Festa et al. (Diabetic 
Medicine, (2002),1 9(11 ): 939-943. 

Ridker 1,2 et al. are applied here as in fl's 6 and 7 above (as it relates to claims 1 
and 14). 

However, Ridker 1,2 et al. fail to teach the co-administration of the requirements 
by claims 13 and 16-20. Nonetheless, Ridker 1,2 et al teach agents such as cyclogenase- 
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2 inhibitor, anti-inflammatory agents or first generation sulfonylureas (insulin 
secretogogue) may be used to lower the risk of diabetes (see If 0020) and further 
teaches that co-administration of other agents for reducing the risk of diabetes. 
Therefore these prior arts are introduced. 

The '147 patent teaches predicting future risk of atherosclerosis, a known 
diabetes complication, by detecting CRP values in blood at levels about 0.60mg/dl (See 
figure 2, in particular, as required by claim 1), in addition the '147 patent teaches 
evaluating the likelihood that an individual will respond from treatment with an anti- 
inflammatory agent, lipid lowering agent or COX-2 inhibitor (i.e. aspirin also a non- 
steroidal anti-inflammatory drug, as required by instant claim 20) by measuring CRP in 
blood an obtaining values of 0.60 mg/dl or above. 

However, '147 fails to teach co administration with an alpha-antitrypsin inhibitor 
or other drugs. 

Kidrom et al. teaches a composition for oral administration of insulin comprising 
an insulin and a bile acid agent lithocholic acid for promotion of the absorption of insulin 
(see abstract and col. 2, lines 20-25, as required by instant claims 1 and 13) to have the 
same effect as naturally secreted insulin on the blood glucose level. 

However, Kidrom fails to teach co-administration with other antidiabetic agents, 
nor does Kidrom teaches the method of delaying diabetes or identifying the mammal 
with an above normal blood level of an inflammatory marker. 

Kiss teaches the use of human placental alkaline phosphatase to reduce blood 
glucose level in a mammal, which intrinsically will delay the progression of onset 
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diabetes (as recited in instant claims 1,17 and 21 , see abstract). Kiss further teaches 
controlling hyperglycemia is accomplished by the administration of several medications 
in five major groups daily (i.e., insulin secretogogue, biguanides, inhibitors of alpha 
glucosidase, thiazolidinediones and insulin (seed's 0011-0015). Therefore the 
limitations of claims 1 5-1 6 are met. 

However, Kiss fails or is silent in teaching identifying the mammal with an above 
normal blood marker protein. None the less before practicing Kiss teaching the 
mammal with an above normal blood level would have been identified by method known 
to one of ordinary skill in the art. 

One of ordinary skill in the art would have been motivated to identify the mammal 
with an above-normal blood level of an inflammatory marker protein because knowing 
the level of the inflammatory marker in a patient with above normal level inflammatory 
marker protein might benefit from treatment regimen that may lower the risk of 
developing diabetes or other diseases related to above normal level of the marker. 
Therefore one of ordinary skill in the art would treat the mammal based upon the net 
benefit to the patient. 

Based on the patient's result and diagnoses, one of ordinary skill in the art would 
be motivated to combine a NSAID (such as those disclosed by Ridker 1,2 et al and '147) 
or an insulin secretogogue to a lipid inhibiting agent such as gemfibrozil for a synergistic 
effect in reducing the mammal's blood level and further decrease any other complication 
related to the above-normal level of CRP for example. 
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As evidence by Festa et al. chronic, subclinical inflammation, as indicated by 
elevated circulating CRP levels, is more strongly associated with post-challenge 
glycaemia than with fasting glucose levels in non-diabetic subjects (see entire 
disclosure of Festa). This association is partially independent of body fat and insulin 
resistance. Therefore one of ordinary skill in the art would have been motivated to 
reduce the progression of diabetes by the administration of lithocholic acid. 

Also based on the teaching of Kiss one of ordinary skill in the art would have 
been motivated to add an anti-diabetic agent such as human placental alkaline 
phosphatase (hPALP) to the treatment of Ridker 1,2 et al and '147 because hPALP as 
taught by Kiss has a powerful insulin-independent stimulatory effects on glucose 
uptake. 

In summary it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to measure serum CRP levels for uses such as 
characterizing the risk profile of patient for developing diabetes in an apparently healthy 
individual or evaluating the likelihood that an individual will benefit from treatment, given 
CRP's known association with type I diabetes, as taught by Ridker et al. supra given 
that it is well known to measure a known marker for the presence of, or predisposition 
to, diabetes. 



9. 



No claim is allowed 
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1 0. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SHIRLEY V. GEMBEH whose telephone number is 
(571)272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, MICHAEL HARTLEY can be reached on 571-272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



IS. V. Q.I /Michael G. Hartley/ 

Examiner, Art Unit 1 61 8 Supervisory Patent Examiner, Art 

8/7/09 Unit 1618 



